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Abstract 
Network-based methods are playing an increasingly important role in drug design. Our main 
question in this paper was whether the efficiency of drug target proteins to spread perturbations in 
the human interactome is larger if the binding drugs have side effects, as compared to those 
which have no reported side effects. Our results showed that in general, drug targets were better 
spreaders of perturbations than non-target proteins, and in particular, targets of drugs with side 
effects were also better spreaders of perturbations than targets of drugs having no reported side 
effects in human protein-protein interaction networks. Colorectal cancer-related proteins were 
good spreaders and had a high centrality, while type 2 diabetes-related proteins showed an 
average spreading efficiency and had an average centrality in the human interactome. Moreover, 
the interactome-distance between drug targets and disease-related proteins was higher in diabetes 
than in colorectal cancer. Our results may help a better understanding of the network position and 
dynamics of drug targets and disease-related proteins, and may contribute to develop additional, 
network-based tests to increase the potential safety of drug candidates. 
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Due to the "curse of attrition" drug side effects are subjects of increasing concerns1-4. In recent 
years a growing number of side effect databases helped pharmacovigilance efforts2,5-10. In 
addition, the prediction of drug side effects was a subject of several excellent network studies. 
These contributions constructed and analyzed drug—side effect networks1,8,11, side effect 
similarity-based drug—drug networks12-14, drug target—side effect networks (including 
correlated drug binding profiles and side effect profiles and protein domain networks)3,5,7,15,16, as 
well as drug—side effect—biological pathway multi-layer networks9,10,17,18. 
 Parallel with the sequencing of the human genome, the pharmaceutical industry 
increasingly turned towards rational drug design, where drug target candidates are selected on the 
basis of known disease-related genes. In recent years, however, it became apparent that drug 
action often extends beyond its primary target, and also affects the neighbourhood of the primary 
target in molecular networks4,19-23. The influence on network neighbourhood can be efficiently 
modelled as a spreading process. Indeed, network spreading efficiency became increasingly used 
to characterize the dynamics of a wide variety of networks, such as the propagation of infections 
and computer viruses24-26, as well as the spread of information, innovations and social 
influence27-30. Long-range spread of conformational changes via protein-protein interaction 
networks is supported by several pieces of experimental evidence31,32. Moreover, recent studies 
extended the use of information-spread to molecular networks highlighting the usefulness of this 
approach in finding key amino acids of protein structure networks, biologically relevant changes 
of cellular functions upon stress, reprogramming biological networks, and uncovering the 
attractor changes in malignant transformation33-36. However, network spreading efficiency has 
been used to characterize drug targets neither in general, nor restricted to targets of drugs having 
side effects. 
 In this study we investigated, whether the efficiency of drug target proteins to spread 
perturbations in the human interactome is larger, if drugs targeting them have side effects, as 
compared to the spreading efficiency of targets of those drugs, which have no reported side 
effects. Encouraged by our findings that drug targets in general, and targets of drugs having side 
effects in particular, spread perturbation better in the human interactome than other proteins, we 
specifically examined two diseases, colorectal cancer and diabetes. These two, wide-spread 
diseases were selected, since they represent target groups of different drug design strategies4, and 
they had been the subjects of several former network-related studies37-45. We found that 
colorectal cancer-related proteins were good spreaders and had a high centrality in the human 
protein-protein interaction network. On the contrary, type 2 diabetes-related proteins showed an 
average spreading efficiency, and had an average centrality. Additionally, network shortest path 
(geodesic distance) between drug targets and disease-related proteins was higher in diabetes than 
in colorectal cancer. Our results give novel details on the network topology and dynamics of 
disease-related and drug target proteins, and may initiate the development of novel, network-
based pharmacovigilance methods increasing the potential safety of drug candidates. 
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Results 
Targets of drugs with side effects spread perturbations better in the human interactome 
than targets of drugs without side effects 
The initial working hypothesis of our research was that drugs having protein targets that better 
propagate changes in the human interactome may have a higher probability of causing side 
effects. This hypothesis is in agreement with earlier findings showing that the interactome 
neighbourhood contributed to drug side-effect similarity20. In order to test our hypothesis, we 
compared the propagation of perturbations started from drug targets with and without known side 
effect, as well as that of non-target proteins in the human protein-protein interaction network 
using the Turbine network dynamics software package developed earlier in our group35. 
 To compare the spreading efficiency of drug target proteins with and without side effects 
we ran a series of perturbation simulations on the human interactome using the Turbine 
programme35. We assembled a human interactome containing 12,439 proteins and 174,666 edges 
using the STRING database46, out of which 1,726 were target proteins of 3,626 human drugs 
obtained from the DrugBank database47 and a total of 99,423 drug-side effect pairs from the 
SIDER database2 were analysed as described in Methods in detail. Simulations were based on the 
communicating vessels network dynamics model tested earlier35, where changes from one protein 
to its neighbours 'flow' in proportion with the energy differences between the 'source' and the 
'target' proteins. We examined a total of 495 target proteins of 597 drugs (Suppl. Table 1), which 
were reported to have side effects according to the SIDER database2. As control groups, we have 
also examined the 1,231 target proteins of the remaining 3,029 drugs having no reported side 
effects in the SIDER database2, as well as the remaining 10,713 proteins in our human 
interactome, which were not listed as drug targets in DrugBank47. For each selected protein target 
we calculated the silencing time, which is the number of time steps in the simulation needed for 
the initial perturbation to disappear completely due to dissipation. Small silencing time values 
were shown to be an efficient measure of large spreading efficiency of network nodes earlier35, 
since in this case the initial perturbation efficiently spreads in the network and it becomes 
dissipated fast. 
Fig. 1 shows the cumulative distribution of the normalized number of proteins having an 
increasing silencing time (thus decreasing perturbation efficiency). Targets of drugs with side 
effects had a significantly larger proportion of small silencing times (i.e. large spreading 
efficiency) than targets of drugs having no side effects (Mann-Whitney-Wilcoxon test, 
p=1.677e-5). Similarly, the proportion of targets of drugs without side effects having a small 
silencing time (i.e. large spreading efficiency) was significantly larger than that of human 
interactome proteins, which have not been reported as drug targets in DrugBank47 (Mann-
Whitney-Wilcoxon test, p=2.2e-16). Thus targets of drugs with side effects were found to be 
better spreaders of perturbations than targets of drugs having no reported side effects. 
Importantly, drug targets were also better spreaders of perturbations than non-target proteins. 
 Simulations shown on Fig. 1 were run with a starting energy of 1,000 units and a 
dissipation value of 5 units. Being curious whether our result is robust for the variations of 
simulation parameters, we repeated these simulations using a starting energy of 10,000 and a 
dissipation of 1 or 5 units. Under these conditions we obtained very similar results (Suppl. Figs. 1 
and 2) to those shown on Fig. 1. When we split the starting energy of 1,000 units equally among 
targets of multi-target drugs instead of examining each target protein alone as the source of 
perturbations, we were able to reproduce the same pattern (Suppl. Fig. 3) as that of Fig. 1. 
Furthermore, to test the robustness of the results against the choice of protein-protein interaction 
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network, we randomly deleted 50% of the 12,439 proteins in our human interactome. Examining 
the spreading efficiency in the giant component of this truncated interactome we obtained very 
similar results (Suppl. Fig. 4) to those shown in Fig. 1. 
 Next we were curious whether the larger spreading efficiency of drug targets with side 
effects, as compared to drug targets without side effects or proteins having no reported drugs 
bound to them, is also shown by examining perturbation reach values. Perturbation reach values 
show the number of proteins, which received the perturbation from the initial perturbation source 
protein until the perturbation was dissipated from the system. Small perturbation reach values 
were shown to characterize small spreading efficiency in earlier studies35, since in this case the 
original perturbation reached only a small number of proteins before it became dissipated. 
Targets of drugs with side effects had a significantly smaller proportion of small perturbation 
reach values (i.e. small spreading efficiency) than that of targets of drugs having no side effects 
(Mann-Whitney-Wilcoxon test, p=1.663e-5; Suppl. Fig. 5). Similarly, the proportion of targets of 
drugs without side effects having a small perturbation reach value (i.e. small spreading 
efficiency) was significantly smaller than that of human interactome proteins, which have not 
been reported as drug targets in DrugBank47 (Mann-Whitney-Wilcoxon test, p=2.2e-16; Suppl. 
Fig. 5). Using a starting energy of 10,000 but a dissipation of 1 instead of 5 units, or splitting this 
starting energy equally among targets of multi-target drugs, we obtained very similar results 
(Suppl. Figs. 6 and 7). These studies confirmed that drug targets are better spreaders of 
perturbations than non-target proteins, and also that targets of drugs with side effects are better 
spreaders of perturbations than targets of drugs having no reported side effects. 
 A qualitatively similar picture emerged, when we examined the spreading efficiency of 
target proteins of drugs against two diseases, colorectal cancer and type 2 diabetes (Suppl. Tables 
2-6). We chose these two diseases, because they represent very well the target groups of different 
drug design strategies4, and they had been the subjects of several former network-related 
studies37-45. Drug targets of both diseases were found to be better spreaders of perturbations than 
non-target proteins (Suppl. Fig. 8; p=3.367e-5 and p=5.88e-5 for colorectal cancer and diabetes, 
respectively). There was a tendency showing that targets of drugs with side effects were better 
spreaders of perturbations than targets of drugs having no reported side effects both in colorectal 
cancer and in diabetes. However, due to the low number of identified drug targets having side 
effects (3 and 25, respectively), these latter differences were not statistically significant (p=1 and 
p=0.2593, respectively). 
Colorectal cancer-related proteins are good spreaders of perturbations and have a high 
centrality, while type-2 diabetes-related proteins show an average spreading efficiency and 
average centrality 
Very importantly, a rather interesting difference emerged, when we examined the spreading 
efficiency of proteins related to colorectal cancer and diabetes. Mutated genes and their 
corresponding proteins in colorectal cancer and in type-2 diabetes were obtained from the Cancer 
Gene Census database48 (Suppl. Table 7) and from the article of Parchwani et al.49 (Suppl. Table 
8), respectively. In case of colorectal cancer, disease-associated proteins were found to be 
significantly better spreaders than the residual proteins of the human interactome. On the 
contrary, diabetes-related proteins showed indistinguishable spreading properties to the rest of 
human proteins, which were not associated with the onset of diabetes (Fig. 2). To test the 
robustness of the results against the choice of protein-protein interaction network, we randomly 
deleted 50% of the 12,439 proteins in our human interactome. Here again, colorectal cancer-
associated proteins were found to be significantly better spreaders than the residual proteins of 
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the human interactome (data not shown; p=0.00021 in Mann-Whitney test) and spreading 
efficiency of diabetes-related proteins showed no significant difference as compared to the rest of 
human proteins (data not shown; p=0.095 in Mann-Whitney test). 
 These findings are in agreement with earlier results showing that cancer-associated 
proteins are enriched in proteins having a high centrality in the human interactome37,38,40,42-45. 
Indeed, in our human interactome, cancer-related proteins had a significantly higher degree, 
closeness and betweenness centralities than diabetes-related proteins, having a 9.6-, 1.2- and 54-
fold increase, respectively (Table 1).  In agreement with their similar silencing time values 
(Suppl. Fig. 8), drug targets without or with side effects showed no significant centrality 
differences in the human interactome (Suppl. Table 9). 
The interactome distance between drug targets and disease-related proteins is higher in 
diabetes than in colorectal cancer 
Encouraged by the results showing an increased centrality of cancer-related, but not of diabetes-
related proteins in the human interactome, we examined the interactome geodesic distance (i.e. 
shortest path) between drug targets and disease related proteins in both diseases using the 
neighbourhood matrices of related proteins. Our data show that the geodesic distance in the 
human interactome between drug targets and disease-related proteins is significantly larger in 
case of type-2 diabetes than in colorectal cancer (targets without side effects: p=1.062e-5; targets 
with side effects: p=5.441e-3). (Table 2; Suppl. Tables 10-13 and Suppl. Fig. 9) This finding is 
supported by the visual representation of the human sub-interactome of drug target and disease-
related proteins of these two diseases (Suppl. Fig. 10), where drug targets and disease-related 
proteins of colorectal cancer are intertwined, while these two groups of proteins remain rather 
separated in type-2 diabetes. This observation is further substantiated by the fact, that only 1 of 
the 18 colorectal cancer-related proteins (6%) is not connected to the giant component of the sub-
interactome, while 10 of the 14 diabetes-related proteins (71%) are missing from the same giant 




The most important finding of our study is that 1.) drug targets are better spreaders of 
perturbations in the human interactome than non-target proteins in general; and in particular, 2.) 
targets of drugs with side effects are also better spreaders of perturbations than targets of drugs 
having no reported side effects (Fig. 1). These findings were robust, since they could be 
reproduced when we used different perturbation parameters (Suppl. Figs. 1, 2 and 3), different 
measures of perturbation spread (Suppl. Figs. 5, 6 and 7), and reduced the size (coverage) of the 
human interactome to half of the original (Suppl. Fig. 4). These results are in agreement with 
those of a previous study showing that the interactome neighbourhood contributed to side-effect 
similarity20. 
 Importantly, colorectal cancer-related proteins are good spreaders of perturbations and 
had a high centrality, while type-2 diabetes-related proteins showed an average spreading 
efficiency and had an average centrality in the human interactome (Fig. 2 and Table 1). These 
findings are in agreement with earlier results showing that cancer-associated proteins are 
enriched in hubs, bottlenecks and bridges all having a high centrality in the human 
interactome37,38,40,42-45. 
 Furthermore, the interactome-distance between drug targets and disease-related proteins 
was higher in diabetes than in colorectal cancer (Table 2; Suppl. Tables 10-13 and Suppl. Fig. 9). 
This finding is in agreement with both the results of previous studies and intuitive insights on the 
classification of drug target strategies4. Most drug targets are 3 or 4 steps away in the human 
interactome from proteins involved in the same disease50. Moreover, cancer-related and 
metabolic disease-related proteins were shown to have an average network distance to the related 
drug targets of 2.3 and ~5 network edges, which are smaller and higher than the most abundant 
distance values, respectively, forming the two extremes of the distance-spectrum50. The former 
value is in the range we found in our study (Table 2). The latter value of a disease group 
containing diabetes is much larger than that related to cancer, which is again in agreement with 
our findings. As a general trend, rapidly proliferating cells, like those in cancer, are attacked at 
their central proteins, while differentiated cells, such as those involved in type-2 diabetes, are 
attacked at the neighbours of central proteins4. These assumptions are also in agreement with a 
smaller network distance of centrally positioned cancer-related proteins from centrally positioned 
cancer drug targets than the distance between the more peripheral diabetes-related proteins and 
drug targets. 
 Analysis of perturbation spread in molecular networks may be used to develop additional, 
network-based tests to increase the potential safety of drug candidates. Assessment of 
perturbation spread in weighted networks (where the edges are weighted according to the 
abundance of their end-node proteins of relevant tissues, e.g. the endothelial cell in colorectal 
cancer, as well as hepatocyte and myocyte in diabetes, as described in our earlier study for the 
yeast interactome51), directed networks (such as signalling networks4,52), or networks considering 
the subcellular localization of participating proteins53, as well as using quantitative measures of 
side-effect severity and abundance may provide additional information and will be subjects of 
later studies. 
 In summary, our results contributed to a better understanding of the network position and 
dynamics of disease-related and drug target proteins. The findings may help the future 
development of novel, network-based pharmacovigilance methods increasing the potential safety 
of drug candidates. 
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Methods 
Construction of the human protein-protein interaction network 
In this paper, we examined the propagation of perturbations in the human protein-protein 
interaction network (interactome). The choice of this type of network was driven by the fact that 
it contains the most proteins and the greatest number of connections (as opposed to signalling 
networks or regulatory networks). Human interactome data were downloaded from the STRING 
database46 on 8 February, 2013. STRING contains interaction data based on a vast number of 
data collection principles. We have only used manually collected ('database' column) or 
experimental ('experiments' column) data having higher reliability than e.g. predicted data. Only 
human protein-protein interactions were included in the interactome. In order to facilitate the 
comparison with drug targets, the STRING Ensemble Protein ID (ENSP) protein codes were 
translated to UniProt ID54 using the UniProt translator. From the original 13,484 ENSP IDs we 
managed to translate 12,493 to UniProt IDs, but only 12,439 proteins were connected to other 
proteins. The database contained a total of 377,920 human protein-protein interactions, out of 
which 350,528 remained after translating the protein IDs to UniProt IDs using the UniProt 
translator, which were further reduced to 174,666 after eliminating multiple links and loops (self-
links). The original STRING database also contained edge weights indicating the reliability of 
data. Since we only worked with manually collected and experimental data, our interactome 
contained no edge weights. 
Measurement of the propagation of perturbations in the human interactome 
The propagation of perturbations in the human interactome was measured with the network 
perturbation analysis software for simulating network dynamics called Turbine35. For the 
simulation experiments we chose the software's communicating vessels model35, where changes 
from one protein to its neighbours 'flow' in proportion with the energy differences between the 
'source' and the 'target' proteins. The communicating vessels model35 contains a starting energy 
(E) and a dissipation parameter (D), where the starting energy is distributed equally among the 
proteins of the human interactome specified at the individual simulations, while in each step of 
the simulation the program subtracts D units of energy from each protein of the interactome. In 
most simulations E and D were set to 1000 and 5 units, respectively. Having these starting energy 
and dissipation parameters it was possible to trace the propagation of perturbations in the network 
rather easily. However, all the key simulations were also examined using different E and D 
values to examine the robustness of the results. To characterise the propagation efficiency of the 
starting node(s), the measure of silencing time35 was used, which is the time elapsed from the 
start of the simulation until the energy of all nodes reaches the minimum threshold of less than 1 
unit. We also calculated perturbation reach values35, which show the number of proteins 
receiving the perturbation from the initial perturbation source protein until the perturbation was 
dissipated from the system. 
Characterisation of drug side effects 
Drug side effects were collected from the SIDER database2. This database contains information 
about drug side effects and their frequencies from public documentation and package inserts, 
with the help of drug labels and terms from MedDRA (Medical Dictionary for Regulatory 
Activities). SIDER data were downloaded from the version of 17 October, 2012. This version of 
the SIDER database2 contained 996 drugs, 4,192 unique side effects and 215,850 drug-side effect 
pairs. After eliminating the duplicates, 99,423 drug-side effect pairs remained. In order to be able 
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to compare data, we converted drug IDs in the SIDER database2 into IDs of the DrugBank 
database47 by matching the drug names. 
Characterisation of drug targets 
We collected drug targets from the DrugBank database47 version last updated on 10 February, 
2013. The XML version of the database was used, including the drug names, indications and 
target list. The proteins in the target list were identified by their UniProt IDs54 with the help of the 
external reference table available in the database. From the drug target list only those drugs that 
targeted human proteins were selected. From the original 6,718 drugs 3,926 such drugs were 
found, of which 3,626 had target proteins contained in our human interactome. 
After comparison with the drug—side effect data from the SIDER database2, we found that 597 
drugs (with a total of 495 target proteins) had known side effects, while the remaining 3,029 
drugs (with 1,231 target proteins) had no reported side effects to date. 
Protein and drug target data related to the two examined diseases: colorectal cancer and 
type 2 diabetes 
Genes involved in colorectal cancer were collected from the Cancer Gene Census48 database, by 
selecting those proteins in the entire database that contained the word 'colorectal' in their 'Tumour 
Types' column. Genes related to type 2 diabetes were obtained from the article of Parchwani et 
al.49. The 18 genes involved in colorectal cancer and the 46 genes related to type 2 diabetes were 
then mapped to proteins marked by UniProt ID54 with the help of the Protein Identifier Cross-
Reference (PICR)55 application. See Suppl. Tables 7 and 8 for the genes and their respective 
proteins involved in the two diseases. From these proteins, all 18 colorectal cancer-related but 
only 14 type 2 diabetes-related were contained in our interactome. Drugs used in treatment of 
colorectal cancer and diabetes and their drug targets were collected based on the drug indications 
in the DrugBank database47. See Suppl. Table 2 for the relevant keywords used. We found 11 
drugs against colorectal cancer and 36 against type 2 diabetes, which all had valid targets. Drugs 
against colorectal cancer and type 2 diabetes had 33 and 42 target proteins, respectively, out of 
which 27 and 39, respectively, were contained in our human interactome. 
Other methods 
A number of Bash shell scripts were written to automate the network simulation experiments 
with Turbine. Statistical analysis of the results was performed with the R software package56. The 
Pajek software57 was used to measure geodesic distances and centralities in the human 
interactome, the Cytoscape software58 was used to create images of the human interactome and 
the Inkscape software59 was used to create some other images. 
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Figure 1│Cumulative silencing time distribution of drug targets and non-target proteins. 
The diagram shows the cumulative distribution of the normalized number of proteins with given 
silencing times, which are drug targets with known side effects (blue dashed line), which are drug 
targets without known side effects (red solid line) and which are not drug targets (green dotted 
line). The number of proteins was normalized by dividing the number of proteins in each 
silencing time range by the total number of proteins allowing a better comparison. The total 
number of drug targets with and without side effects and non-target proteins was 495, 1,231 and 
10,713, respectively. The human interactome containing 12,439 proteins and 174,666 edges was 
built from the STRING database46, 1,726 human drug targets were obtained from the DrugBank 
database47 and 99,423 drug-side effect pairs were taken from the SIDER database2. Silencing 
times were calculated separately for every protein/drug target with the Turbine program35 as 
described in the Methods section using a starting energy of 1,000 and a dissipation value of 5 
units. Statistical analysis was performed using the Mann-Whitney (Wilcoxon rank sum) test 
function of the R package56. There was a statistically significant difference (p=1.677e-5) between 
the silencing times of drug targets with known side effects and the silencing times of drug targets 
without reported side effects. The difference between the silencing times of drug targets and non-
target proteins was also statistically significant (p=2.2e-16). 
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Figure 2│Cumulative silencing time distribution of colorectal cancer- and type 2 diabetes 
mellitus-related proteins, as well as proteins, which are not related to these diseases. The 
diagram shows the cumulative distribution of the normalized number of proteins with given 
silencing times, which are related to the disease (red line), as well as those, which are not related 
to the disease (green dotted line); for colorectal cancer (Panel A) and type 2 diabetes (Panel B). 
The number of proteins was normalized by dividing the number of proteins in each silencing time 
range by the total number of proteins allowing a better comparison. The total number of 
colorectal cancer-related proteins and type 2 diabetes-related proteins in the human interactome 
was 18 and 14, respectively. The human interactome containing 12,439 proteins and 174,666 
edges was built from the STRING database46. Colorectal cancer- and type 2 diabetes-related 
proteins were obtained from the Cancer Gene Census database48 and from the article of 
Parchwani et al.49, respectively. Silencing times were calculated separately for every protein with 
the Turbine program35 as described in the Methods section using a starting energy of 1,000 and a 
dissipation value of 5 units. Statistical analysis was performed using the Mann-Whitney 
(Wilcoxon rank sum) test function of the R package56. There was a statistically significant 
difference between the silencing times of disease-related and non-related proteins in case of 
colorectal cancer (p=2.329e-9) and but there was none in case of type 2 diabetes (p=0.8343). 
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Table 1│Average human interactome centralities of proteins related to colorectal cancer 
and type 2 diabetes 
Disease-related proteins Proteins, which are not related to 












































2.55e-3 1.16e-5 1.24e-4 1.34e-5 3.23e-9 0.922 
The table shows the medians of the centralities of proteins related to colorectal cancer and type 2 
diabetes (results were very similar, if instead of medians we used their arithmetic means; data not 
shown). The total number of colorectal cancer- and type 2 diabetes-related proteins was 18 and 
14, respectively. Centrality values were calculated with the Pajek programme57. The human 
interactome containing 12,439 proteins and 174,666 edges was built from the STRING 
database46. Colorectal cancer-related proteins were obtained from the Cancer Gene Census 
database48, type 2 diabetes-related proteins were obtained from the article of Parchwani et al.49. 
Statistical analysis was performed using the Wilcoxon rank sum (Mann-Whitney) test function of 
the R package56. 
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Table 2│Average network distance of drug targets without and with known side effects 
used in the treatment of colorectal cancer and type 2 diabetes from the disease-associated 
proteins 
Protein group 
Average network distance 
from disease-related proteins 
(edges) 
24 drug targets without known side effects 
used in the treatment of colorectal cancer 
2.528 
3 drug targets with known side effects used 
in the treatment of colorectal cancer 
2.389 
14 drug targets without known side effects 
used in the treatment of type 2 diabetes 
3.250* 
25 drug targets with known side effects 
used in the treatment of type 2 diabetes 
3.234** 
*This value is significantly greater than the average network distance of drug targets without known side 
effects in colorectal cancer (p=1.062e-05). Statistical analysis was performed using the Welch (Student’s) 
two sample t-test function of the R package56. 
**This value is significantly greater than the average network distance of drug targets with known side 
effects in colorectal cancer (p=0.005441). Statistical analysis was performed using the Welch (Student’s) 
two sample t-test function of the R package56. 
The table shows the arithmetic mean of the average network distance between drug targets (with 
and without known side effects used in the treatment of colorectal cancer and type 2 diabetes) 
and the proteins related to the respective disease (results were very similar, if instead of 
arithmetic means we used the medians; data not shown). The total number of colorectal cancer- 
and diabetes-related proteins in the human interactome were 18 and 14, respectively. Average 
network distances were calculated as shortest paths using the Pajek programme58. Proteins were 
labelled by their UniProt ID54. Human interactome containing 12,439 proteins and 174,666 edges 
was built from the STRING database46, 1,726 human drug targets were obtained from the 
DrugBank database47 and 99,423 drug-side effect pairs were taken from the SIDER database2. 
Colorectal cancer- and type 2 diabetes-related proteins were obtained from the Cancer Gene 
Census database48 and from the article of Parchwani et al.49, respectively. We used the mean 
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Figure 1│Cumulative silencing time distribution of drug targets and non-target proteins 
with a starting energy of 10,000 and a dissipation value of 5. The diagram shows the 
cumulative distribution of the normalized number of proteins with given silencing times, which 
are drug targets with known side effects (blue dashed line), which are drug targets without 
known side effects (red solid line) and which are not drug targets (green dotted line). The 
number of proteins was normalized by dividing the number of proteins in each silencing time 
range by the total number of proteins allowing a better comparison. The total number of drug 
targets with and without side effects, and non-target proteins was 495, 1,231 and 10,713, 
respectively. The figure shows the 99.99% of all proteins (having a silencing time below 1500). 
The human interactome containing 12,439 proteins and 174,666 edges was built from the 
STRING database1, 1,726 human drug targets were obtained from the DrugBank database2 and 
99,423 drug-side effect pairs were taken from the SIDER database3. Silencing times were 
calculated separately for every protein with the Turbine program4 as described in the Methods 
section of the main text with a starting energy of 10,000 and a dissipation value of 5 units. 
Statistical analysis was performed using the Mann-Whitney (Wilcoxon rank sum) test function of 
the R package5. There was a statistically significant difference (p=1.701e-5) between the 
silencing times of drug targets with known side effects and the silencing times of drug targets 
without known side effects. The difference between the silencing times of drug targets and non-




Figure 2│Cumulative silencing time distribution of drug targets and non-target proteins 
with a starting energy of 10,000 and a dissipation value of 1. The diagram shows the 
cumulative distribution of the normalized number of proteins with given silencing times, which 
are drug targets with known side effects (blue dashed line), which are drug targets without 
known side effects (red solid line) and which are not drug targets (green dotted line). The 
number of proteins was normalized by dividing the number of proteins in each silencing time 
range by the total number of proteins allowing a better comparison. The total number of drug 
targets with and without side effects, and non-target proteins was 495, 1,231 and 10,713, 
respectively. The figure shows 99.61% of all proteins (having a silencing time below 4000). The 
human interactome containing 12,439 proteins and 174,666 edges was built from the STRING 
database1, 1,726 human drug targets were obtained from the DrugBank database2 and 99,423 
drug-side effect pairs were taken from the SIDER database3. Silencing times were calculated 
separately for every protein with the Turbine program4 as described in the Methods section of the 
main text with a starting energy of 10,000 and a dissipation value of 1 unit. Statistical analysis 
was performed using the Mann-Whitney (Wilcoxon rank sum) test function of the R package5. 
There was a statistically significant difference (p=9.635e-6) between the silencing times of drug 
targets with known side effects and the silencing times of drug targets without known side 
effects. The difference between the silencing times of drug targets and non-target proteins was 




Figure 3│Cumulative silencing time distribution of drugs and non-target proteins with 
starting energy of 1,000 and a dissipation value of 5 with distributed starting energy among 
multiple targets. The diagram shows the cumulative silencing time distribution of the 
normalized number of drugs with known side effects (blue dashed line), drugs without known 
side effects (red solid line) and non-target proteins (green dotted line). The number of 
proteins/drugs was normalized by dividing the number of proteins/drugs in each silencing time 
range by the total number of proteins/drugs allowing a better comparison. The total number of 
drugs with and without side effects, and non-target proteins was 597, 3,029 and 10,713, 
respectively. The human interactome containing 12,439 proteins and 174,666 edges was built 
from the STRING database1, 3,626 human drugs were obtained from the DrugBank database2 
and 99,423 drug-side effect pairs were taken from the SIDER database3. Silencing times were 
calculated separately for every protein/drug with the Turbine program4 as described in the 
Methods section of the main text with a starting energy of 1000 and a dissipation value of 5 
units. In case of drugs with multiple targets, the starting energy was distributed evenly among the 
drug targets. Statistical analysis was performed using the Mann-Whitney (Wilcoxon rank sum) 
test function of the R package5. There was a statistically significant difference (p=2.2e-16) 
between the silencing times of drugs with known side effects and the silencing times of drugs 
without known side effects. The difference between the silencing times of drugs and non-target 




Figure 4│Cumulative silencing time distribution of drug target proteins and non-target 
proteins with a starting energy of 1000 and a dissipation value of 5 using a 50% smaller 
interactome. The diagram shows the cumulative distribution of the normalized number of 
proteins with given silencing times, which are drug targets with known side effects (blue dashed 
line), which are drug targets without known side effects (red solid line) and which are not drug 
targets (green dotted line). The number of proteins was normalized by dividing the number of 
proteins in each silencing time range by the total number of proteins allowing a better 
comparison. The total number of drug targets with and without side effects, and non-target 
proteins was 495, 1,231 and 10,713, respectively. The human interactome containing 12,439 
proteins and 174,666 edges was built from the STRING database1, 1,726 human drug targets 
were obtained from the DrugBank database2 and 99,423 drug-side effect pairs were taken from 
the SIDER database3. 50% of the original interactome proteins were deleted randomly. The giant 
component of the remaining interactome contained 5,549 proteins (45%), 806 drug target 
proteins total (47%) and 232 drug targets with known side effects (47%). Silencing times were 
calculated separately for every protein with the Turbine program4 as described in the Methods 
section of the main text with a starting energy of 1,000 and a dissipation value of 5 units. 
Statistical analysis was performed using the Mann-Whitney (Wilcoxon rank sum) test function of 
the R package5. There was a statistically significant difference (p=3.368e-4) between the 
silencing times of drug targets with known side effects and the silencing times of drug targets 
without known side effects. The difference between the silencing times of drug targets and non-




Figure 5│Cumulative perturbation reach distribution of drug targets and non-target 
proteins with a starting energy of 10,000 and a dissipation value of 5. The diagram shows the 
cumulative distribution of the normalized number of proteins with given perturbation reach 
values, which are drug targets with known side effects (blue dashed line), which are drug targets 
without known side effects (red solid line) and which are not drug targets (green dotted line). 
The number of proteins was normalized by dividing the number of proteins in each perturbation 
reach range by the total number of proteins allowing a better comparison. The total number of 
drug targets with and without side effects, and non-target proteins was 495, 1,231 and 10,713, 
respectively. The figure shows 97.25% of all proteins (having a perturbation reach below 200 
proteins reached). The human interactome containing 12,439 proteins and 174,666 edges was 
built from the STRING database1, 1,726 human drug targets were obtained from the DrugBank 
database2 and 99,423 drug-side effect pairs were taken from the SIDER database3. Perturbation 
reach values were calculated separately for every protein with the Turbine program4 as described 
in the Methods section of the main text with a starting energy of 10,000 and a dissipation value 
of 5 units. Statistical analysis was performed using the Mann-Whitney (Wilcoxon rank sum) test 
function of the R package5. There was a statistically significant difference (p=1.663e-5) between 
the perturbation reach values of drug targets with known side effects and the perturbation reach 
values of drug targets without known side effects. The difference between the perturbation reach 




Figure 6│Cumulative perturbation reach distribution of drug targets and non-target 
proteins with a starting energy of 10,000 and a dissipation value of 1. The diagram shows the 
cumulative distribution of the normalized number of proteins with given perturbation reach 
values, which are drug targets with known side effects (blue dashed line), which are drug targets 
without known side effects (red solid line) and which are not drug targets (green dotted line). 
The number of proteins was normalized by dividing the number of proteins in each perturbation 
reach range by the total number of proteins allowing a better comparison. The total number of 
drug targets with and without side effects, and non-target proteins was 495, 1,231 and 10,713, 
respectively. The figure shows 97.25% of all proteins (having a perturbation reach below 200 
proteins reached). The human interactome containing 12,439 proteins and 174,666 edges was 
built from the STRING database1, 1,726 human drug targets were obtained from the DrugBank 
database2 and 99,423 drug-side effect pairs were taken from the SIDER database3. Perturbation 
reach values were calculated separately for every protein with the Turbine program4 as described 
in the Methods section of the main text with a starting energy of 10,000 and a dissipation value 
of 1 unit. Statistical analysis was performed using the Mann-Whitney (Wilcoxon rank sum) test 
function of the R package5. There was a statistically significant difference (p=1.49e-5) between 
the perturbation reach values of drug targets with known side effects and the perturbation reach 
values of drug targets without known side effects. The difference between the perturbation reach 




Figure 7│Cumulative perturbation reach distribution of drugs and non-target proteins 
with starting energy of 10,000 and a dissipation value of 1 with distributed starting energy 
among multiple targets. The diagram shows the cumulative perturbation reach distribution of 
the normalized number of drugs with known side effects (blue dashed line), drugs without 
known side effects (red solid line) and non-target proteins (green dotted line). The number of 
proteins/drugs was normalized by dividing the number of proteins/drugs in each perturbation 
reach range by the total number of proteins/drugs allowing a better comparison. The total 
number of drugs with and without side effects, and non-target proteins was 597, 3,029 and 
10,713, respectively. The figure shows 99.58% of all proteins/drugs (having a perturbation reach 
below 400 proteins reached). The human interactome containing 12,439 proteins and 174,666 
edges was built from the STRING database1, 3,626 human drugs were obtained from the 
DrugBank database2 and 99,423 drug-side effect pairs were taken from the SIDER database3. 
Perturbation reach values were calculated separately for every protein/drug with the Turbine 
program4 as described in the Methods section of the main text with a starting energy of 10,000 
and a dissipation value of 1 unit. In case of drugs with multiple targets, the starting energy was 
distributed evenly among the drug targets. Statistical analysis was performed using the Mann-
Whitney (Wilcoxon) test function of the R package5. There was a statistically significant 
difference (p=6.176e-8) between the perturbation reach values of drugs with known side effects 
and the perturbation reach values of drugs without known side effects. The difference between 






Figure 8│Cumulative silencing time distribution of targets of drugs used in the treatment 
of colorectal cancer and type 2 diabetes mellitus. The diagram shows the cumulative 
distribution of the normalized number of proteins with given silencing times, which are drug 
targets used in the treatment of the disease with known side effects (blue dashed line), which are 
drug targets used in the treatment of the disease without known side effects (red solid line) and 
which are not drug targets (green dotted line); for colorectal cancer (Panel A) and type 2 diabetes 
(Panel B). The number of proteins was normalized by dividing the number of proteins in each 
silencing time range by the total number of proteins allowing a better comparison. The total 
number of drug targets used in the treatment of colorectal cancer with and without side effects 
was 3 and 24, respectively, while for type 2 diabetes the total number of drug targets was 25 and 
14, respectively. The human interactome containing 12,439 proteins and 174,666 edges was built 
from the STRING database1, 1,726 human drug targets were obtained from the DrugBank 
database2 and 99,423 drug-side effect pairs were taken from the SIDER database3. Silencing 
times were calculated separately for every protein with the Turbine program4 as described in the 
Methods section of the main text with a starting energy of 1,000 and a dissipation value of 5 
units. Statistical analysis was performed using the Mann-Whitney-Wilcoxon test of the R 
package5. No statistically significant difference could be shown between silencing times of 
targets with known side effects and silencing times of targets without known side effects of 
drugs used in the treatment of colorectal cancer (p=1) and type 2 diabetes (p=0.2593). However, 
the difference between the silencing times of drug targets and non-target proteins was 
statistically significant for drug targets used in the treatment of both colorectal cancer (p=3.367e-




Figure 9│Human interactome distance between drug targets used in the treatment of 
colorectal cancer and type 2 diabetes, between proteins related to these diseases and 
randomly selected proteins. The figure shows the average human interactome distances 
between the following proteins: drug targets used in the treatment of colorectal cancer and type 2 
diabetes with and without side effects (orange circles), proteins related to these diseases (green 
circles) and randomly selected proteins (blue circles). The sides of the triangles (the distance 
between the centres of the circles) are proportional to the average number of human interactome 
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edges between the respective protein groups, while the vertical lines associated with the sides of 
the triangles correspond to the standard deviation (SD). The average distance between randomly 
selected proteins and disease-related proteins was 2.82 edges (SD: 0.601) for colorectal cancer 
and 3.43 edges (SD: 0.557) for type 2 diabetes; between randomly selected proteins and drug 
targets with side effects was 3.24 edges (SD: 0.551) for colorectal cancer and 3.44 edges (SD: 
0.490) for type 2 diabetes; between randomly selected proteins and drug targets without side 
effects was 3.32 edges (SD: 0.533) for colorectal cancer and 3.41 edges (SD: 0.545) for type 2 
diabetes; between disease-related proteins and drug targets with side effects was 2.39 edges (SD: 
0.242) for colorectal cancer and 3.23 edges (SD: 0.522) for type 2 diabetes; between disease-
related proteins and drug targets without side effects was 2.53 edges (SD: 0.388) for colorectal 
cancer and 3.25 edges (SD: 0.402) for type 2 diabetes. Sizes of the circles are proportional to the 
number of proteins contained in each group. There were 50 randomly selected proteins; 18 
colorectal cancer-related and 14 type 2 diabetes-related proteins; 3 drug targets with and 24 drug 
targets without side effects used in the treatment of colorectal cancer; 25 drug targets with and 14 
drug targets without side effects used in the treatment of type 2 diabetes. The human interactome 
containing 12,439 proteins and 174,666 edges was built from the STRING database1, 1,726 
human drug targets were obtained from the DrugBank database2 and 99,423 drug-side effect 
pairs were taken from the SIDER database3. Network distances were calculated as shortest paths 
using the Pajek programme6 as described in the Methods section of the main text and are detailed 




Figure 10│Human protein-protein interaction network of the proteins related to colorectal 
cancer and type 2 diabetes and the drug targets used in the treatment of these diseases. The 
figure shows the giant component of the human protein-protein interaction network containing 
the proteins related to colorectal cancer and type 2 diabetes mellitus and the drug targets used in 
the treatment of these diseases. Red nodes represent proteins or drug targets related to colorectal 
cancer, blue nodes represent those related to type 2 diabetes, while purple nodes represent those 
related to both. Ellipses, octagons and squares represent proteins related to diseases, drug targets 
without known side effects and drug targets with known side effects, respectively. Node 
highlighted by green box (a.) is the TCF7L2 protein related to both diseases, which is the 
transcription factor 7-like 2 participating in the Wnt signalling pathway and modulating MYC 
expression. The highly interconnected node cluster highlighted by green box (b.) contains 11 
drug targets without known side effects used in the treatment of colorectal cancer, which are all 
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tubuline chain proteins. Node highlighted by green box (c.) representing protein GLP1R, the 
glucagon-like peptide 1 receptor, is connected only to node TUBB3 of the tubuline cluster (b.). 
The highly interconnected node cluster highlighted by green box (d.) contains 5 drug targets with 
known side effects used in the treatment of type 2 diabetes which are the  peroxisome 
proliferator-activated receptors alpha (PPARA), gamma (PPARG) and delta (PPARD) and the 
estrogen-related receptors alpha (ESRRA) and gamma (ESSRG). The network hub highlighted 
by green box (e.) is TP53, the cellular tumour antigen p53. Node sizes are proportional to the 
degrees of the respective proteins in the full human protein-protein interaction network. All 
proteins here are referenced by their UniProt ID9. The human interactome containing 12,439 
proteins and 174,666 edges was built from the STRING database1, 1,726 human drug targets 
were obtained from the DrugBank database2 and 99,423 drug-side effect pairs were taken from 
the SIDER database3. Node degrees were calculated with the Pajek programme6 as described in 
the Methods section of the main text. The figure was created using Cytoscape8 and Inkscape7. 
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Supplementary Tables 
Table 1│Drugs obtained from the DrugBank database, which have known side effects in 
the SIDER database 
DBID Drug Name 
DB00001 Lepirudin 
DB00006 Bivalirudin 
DB00046 Insulin Lispro 































































DB00286 Conjugated Estrogens 
DB00287 Travoprost 
DB00288 Amcinonide 








































































































































































































































































































































































































































































































































DB01612 Amyl Nitrite 
DB01618 Molindone 




























Drugs were obtained from the DrugBank database2, and their side effects were collected from the 
SIDER database3. 
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Table 2│The keywords used in the filtering of the DrugBank database and their 
occurrences 















„diabetes mellitus” Anti-diabetes 36 
The keywords are listed which were used in the filtering of the DrugBank database2 and their 
occurrences is noted. The plus sign (+) represents the “AND” logical operator, the slash (/) 
represents the “OR” logical operator. 
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Table 3│Drugs obtained from the DrugBank database, which are used in the treatment of 
colorectal cancer and have no reported side effects in the SIDER database and their target 
proteins 
DrugBank ID Drug Name Drug Target Proteins 
DB00002 Cetuximab 
O75015, P00533, P00736, P02745, P02746, P02747, 
P09871, P12314, P12318, P31994 
DB00112 Bevacizumab 
O75015, P00736, P02745, P02746, P02747, P12314, 
P12318, P31994 
DB00113 Arcitumomab P13688 
DB00544 Fluorouracil P04818 
DB00848 Levamisole P10696, P32297 
DB01269 Panitumumab P00533 
DB01873 Epothilone D 
P04350, P07437, P68363, P68366, P68371, Q13509, 
Q13748, Q71U36, Q9BQE3, Q9H4B7, Q9NY65 
Drugs and their targets were obtained from the DrugBank database2. Only those drugs were 
selected, which are used in the treatment of colorectal cancer and have no reported side effects in 
the SIDER database3. Target proteins for each drug were identified by their UniProt ID9. 
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Table 4│Drugs obtained from the DrugBank database, which are used in the treatment of 
colorectal cancer and have known side effects in the SIDER database and their target 
proteins 
Drugbank ID Drug Name Drug Target Proteins 
DB00650 Leucovorin P04818 
DB00762 Irinotecan P11387 
DB01101 Capecitabine P04818 
DB01157 Trimetrexate P00374 
Drugs and their targets were obtained from the DrugBank database2. Only those drugs were 
selected, which are used in the treatment of colorectal cancer and have known side effects in the 
SIDER database3. Target proteins for each drug were identified by their UniProt ID9. 
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Table 5│Drugs obtained from the DrugBank database, which are used in the treatment of 
type 2 diabetes and have no reported side effects in the SIDER database and their target 
proteins 
DrugBank ID Drug Name Drug Target Proteins 
DB00030 Insulin recombinant
P06213, P06400, P07339, P08069, P14735, P16519, 
P16870, P29120, P48745, P98164, Q16270, Q96C24 
DB00071 Insulin, porcine 
P01906, P06213, P06400, P07339, P08069, P14735, 
P16519, P16870, P29120, P48745, P98164, Q16270, 
Q96C24 
DB00414 Acetohexamide P48048 
DB00722 Lisinopril P12821, Q9BYF1 
DB00914 Phenformin Q13131, Q15842 
DB01124 Tolbutamide P48048, Q09428 
DB01251 Gliquidone Q09428, Q15842 
DB01289 Glisoxepide Q09428, Q15842 
DB01307 Insulin Detemir P06213 
DB01309 Insulin Glulisine P06213 
DB01382 Glycodiazine P48048, Q09428 
DB04876 Vildagliptin P27487 
DB06655 Liraglutide P43220 
Drugs and their targets were obtained from the DrugBank database2. Only those drugs were 
selected, which are used in the treatment of type 2 diabetes and have no reported side effects in 
the SIDER database3. Target proteins for each drug were identified by their UniProt ID9. 
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Table 6│Drugs obtained from the DrugBank database, which are used in the treatment of 
type 2 diabetes and have known side effects in the SIDER database and their target 
proteins 
Drugbank ID Drug Name Drug Target Proteins 
DB00046 Insulin Lispro P06213, P08069 
DB00047 Insulin Glargine P06213, P08069 
DB00178 Ramipril P12821 
DB00197 Troglitazone O60488, P05121, P11474, P37231, P62508, Q99808 
DB00222 Glimepiride P48048, Q09428, Q14654 
DB00412 Rosiglitazone O60488, P37231 
DB00491 Miglitol P10253, Q14697, Q8TET4 
DB00492 Fosinopril P12821 
DB00519 Trandolapril P12821 
DB00731 Nateglinide P37231, Q09428 
DB00834 Mifepristone P04150, P06401 
DB00839 Tolazamide P48048 
DB00881 Quinapril P12821 
DB00912 Repaglinide P37231, Q09428 
DB00966 Telmisartan P30556, P37231 
DB01067 Glipizide P37231, Q09428 
DB01132 Pioglitazone P37231 
DB01261 Sitagliptin P27487 
DB01276 Exenatide P43220 
DB01278 Pramlintide O60894, O60895, O60896 
DB01306 Insulin Aspart P06213 
DB01393 Bezafibrate P37231, Q03181, Q07869 
DB06335 Saxagliptin P27487 
Drugs and their targets were obtained from the DrugBank database2. Only those drugs were 
selected, which are used in the treatment of type 2 diabetes and have known side effects in the 
SIDER database3. Target proteins for each drug were identified by their UniProt ID9. 
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Table 7│Mutated genes in colorectal cancer and their corresponding proteins 



















The 18 mutated genes in colorectal cancer were obtained from the Cancer Gene Census10 and the 
proteins coded by them were mapped by PICR11. 
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Table 8│Mutated genes in type 2 diabetes and their corresponding proteins 
















































The 46 mutated genes in type 2 diabetes were obtained from the article of Parchwani et al.12 and 
the proteins coded by them were mapped by PICR10. From the 46 proteins listed here only 14 
were contained in the human interactome constructed from the STRING database1; those are 
marked with an asterisk (*) in the Table. 
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Table 9│Average human interactome centralities of target proteins of drugs against 
colorectal cancer and type 2 diabetes 




























1.46E-4 5.76E-4 0.601 3.39E-4 1.28E-4 0.944 
The table shows the medians of the centralities of target proteins of drugs against colorectal 
cancer and type 2 diabetes without or with reported side effects (the results were very similar, if 
instead of medians we used the arithmetic means; data not shown). Centrality values were 
calculated with the Pajek programme6. The human interactome containing 12,439 proteins and 
174,666 edges was built from the STRING database1, 1,726 human drug targets were obtained 
from the DrugBank database2, and the proteins were labelled by their UniProt ID9.  99,423 drug-
side effect pairs were taken from the SIDER database3. Statistical analysis was performed using 
the Wilcoxon rank sum (Mann-Whitney) test function of the R package5. 
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Table 10│Average network distance between drug targets without known side effects used 
in the treatment of colorectal cancer and colorectal cancer-associated proteins 
UniProt ID of colorectal cancer drug targets 
without side effects 
Average network distance from 


























Mean network distance of drug targets 2.528 
Mean network distance of randomly selected proteins 3.316 
The table shows the average network distance between drug targets without known side effects used in 
the treatment of colorectal cancer and colorectal cancer-related proteins. The total number of drug targets 
without known side effects used in the treatment of colorectal cancer was 24; the total number of 
colorectal cancer-related proteins was 18. Average network distances were calculated as shortest paths 
using the Pajek programme6. Proteins were labelled by their UniProt ID9. The human interactome 
containing 12,439 proteins and 174,666 edges was built from the STRING database1, 1,726 human drug 
targets were obtained from the DrugBank database2 and 99,423 drug-side effect pairs were taken from the 
SIDER database3. Colorectal cancer-related proteins were obtained from the Cancer Gene Census 
database10. Average network distances between colorectal cancer-related proteins and at least 50 
randomly selected samples of 24 proteins each were calculated, and the statistical difference in their mean 
values compared to the average network distance of the 24 drug targets listed above was tested using the 
one-way ANOVA (Analysis of Variance) with linear model fit function of the R package5. There was no 
statistically significant difference between the mean values of the drug targets without known side effects 
and the random samples, F=0.8807, p=0.7078. 
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Table 11│Average network distance between drug targets with known side effects used in 
the treatment of colorectal cancer and colorectal cancer-associated proteins 
UniProt ID of colorectal cancer drug targets with 
side effects 
Average network distance from 





Mean network distance of drug targets 2.389 
Mean network distance of randomly selected proteins 3.240 
The table shows the average network distance between drug targets with known side effects used 
in the treatment of colorectal cancer and colorectal cancer-related proteins. The total number of 
drug targets with known side effects used in the treatment of colorectal cancer was 3; the total 
number of colorectal cancer-related proteins was 18. Average network distances were calculated 
as shortest paths using the Pajek programme6. Proteins were labelled by their UniProt ID9. The 
human interactome containing 12,439 proteins and 174,666 edges was built from the STRING 
database1, 1,726 human drug targets were obtained from the DrugBank database2 and 99,423 
drug-side effect pairs were taken from the SIDER database3. Colorectal cancer-related proteins 
were obtained from the Cancer Gene Census database10. Average network distances between 
colorectal cancer related proteins and at least 50 randomly selected samples of 3 proteins each 
were calculated, and the statistical difference in their mean values compared to the average 
network distance of the 3 drug targets listed above was tested using the one-way ANOVA 
(Analysis of Variance) with linear model fit function of the R package5. There was no 
statistically significant difference between the mean values of the drug targets with known side 
effects and the random samples, F=1.223, p=0.1951. 
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Table 12│Average network distance between drug targets without known side effects used 
in the treatment of type 2 diabetes and diabetes-associated proteins 
UniProt ID of type 2 diabetes drug targets without 
side effects 
Average network distance from 















Mean network distance of drug targets 3.250 
Mean network distance of randomly selected proteins 3.413 
The table shows the average network distance between drug targets without known side effects 
used in the treatment of type 2 diabetes and diabetes-related proteins. The total number of drug 
targets without known side effects used in the treatment of type 2 diabetes was 14; the total 
number of type 2 diabetes-related proteins contained in the human interactome was 14. Average 
network distances were calculated as shortest paths using the Pajek programme6. Proteins were 
labelled by their UniProt ID9. The human interactome containing 12,439 proteins and 174,666 
edges was built from the STRING database1, 1,726 human drug targets were obtained from the 
DrugBank database2 and 99,423 drug-side effect pairs were taken from the SIDER database3. 
Type 2 diabetes-related proteins were obtained from the article of Parchwani et al.12. Average 
network distances between type-2 diabetes related proteins and at least 50 randomly selected 
samples of 14 proteins each were calculated, and the statistical difference in their mean values 
compared to the average network distance of the 14 drug targets listed above was tested using the 
one-way ANOVA (Analysis of Variance) with linear model fit function of the R package5. There 
was no statistically significant difference between the mean values of the drug targets without 
known side effects and the random samples, F=0.7867, p=0.8547. 
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Table 13│Average network distance between drug targets with known side effects used in 
the treatment of type 2 diabetes and diabetes-associated proteins 
UniProt ID of type 2 diabetes drug targets with side 
effects 
Average network distance from 


























Mean network distance of drug targets 3.234 
Mean network distance of randomly selected proteins 3.443 
The table shows the average network distance between drug targets with known side effects used in the 
treatment of type 2 diabetes and diabetes-related proteins. The total number of drug targets with known 
side effects used in the treatment of type 2 diabetes was 25; the total number of type 2 diabetes-related 
proteins contained in the human interactome was 14. Average network distances were calculated as 
shortest paths using the Pajek programme6. Proteins were labelled by their UniProt ID9. The human 
interactome containing 12,439 proteins and 174,666 edges was built from the STRING database1, 1,726 
human drug targets were obtained from the DrugBank database2 and 99,423 drug-side effect pairs were 
taken from the SIDER database3. Type 2 diabetes-related proteins were obtained from the article of 
Parchwani et al.12. Average network distances between type-2 diabetes related proteins and at least 50 
randomly selected samples of 25 proteins each were calculated, and the statistical difference in their mean 
values compared to the average network distance of the 25 drug targets listed above was tested using the 
one-way ANOVA (Analysis of Variance) with linear model fit function of the R package5. There was no 
statistically significant difference between the mean values of the drug targets with known side effects 
and the random samples, F= 0.9021, p= 0.6677. 
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